Title RNA Interference Mediated Inhibition of Vascular Endothelial Growth Factor and Vascular Endothelial Growth Factor 
Receptor Gene Expression Using Short Interfering Nucleic Acid (siNA) 
Inventor: McSwiggen et al. 
Attorney Docket No. 02-742-O (400.144) 
Sheet 1 of 1 5 



Figure 1 

» 



FIRST STRAND (2) SECOND STRAND 

■HH^H^MBJVW llllllllllllllllllllllllllllllllllll — O-R 



DEPROTECTION 



M I II II II 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 II 



-O-R 



PURIFICATION 
(DETRITYLATION) 



i 11 1 1 1 1 1 1 1 1 1 1 ■ 1 1 mi siRNA DUPLEX 



= SOLID SUPPORT 



R = TERMINAL PROTECTING GROUP 

FOR EXAMPLE: 
DIMETHOXYTRITYL (DMT) 

(1) 

*n/wwv = CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
(2 ) INVERTED DEOXYABASIC SUCCINATE) 

*/wvwx = CLEAVABLE LINKER 

(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
INVERTED DEOXYABASIC SUCCINATE) 
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SENSE STRAND (SEQ ID NO 456) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 

5'- B-N NNNNNNNNNNNNNNNNNN(N N)-B 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN 

ANTISENSE STRAND (SEQ ID NO 457) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (NN) 



-3' 
-5' 



SENSE STRAND (SEQ ID NO 458) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-OM EXCEPT POSITIONS (N N) 

5'- NNNNNNNNNNNNNNNNNNN (N S N) -3' 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 459) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 
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SENSE STRAND (SEQ ID NO 460) 
ALL PYRIMIDINES = 2'-0-ME OR 2'-FLUORO EXCEPT POSITIONS (N N) 

5'- B-N NNNNNNNNNNNNNNNNNNN N)-B 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN 

ANTISENSE STRAND (SEQ ID NO 461) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 



-3' 
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SENSE STRAND (SEQ ID NO 462) 
ALL PYRIMIDINES - 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES - 2'-DEOXY 

5'- B-N NNNNNNNNNNNNNNNNNN(N N)-B -3' 

y- L-(N S N) NNNNNNNNNNNNNNN NNNN -5' 

ANTISENSE STRAND (SEQ ID NO 459) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 

SENSE STRAND (SEQ ID NO 463) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 

5'- B-N NNNNNNNNNNNNNNNNNN (NN)-B -3' 

3'- L-(N S N) NNNNNNNNNNNNNNN NNNN -5' 

ANTISENSE STRAND (SEQ ID NO 459) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 
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SENSE STRAND (SEQ ID NO 462) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2*-DEOXY 

5 ? - B-N NNNNNNNNNNNNNNNNNN (NN)-B -3' 

3'- L-(N S N) NNNNNNNNNNNNNNNNNNN -5' 

ANTISENSE STRAND (SEQ ID NO 464) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 



POSITIONS (NN) CAN COMPRISE ANY NUCLEOTIDE, SUCH AS DEOXYNUCLEOTIDES 
(eg. THYMIDINE) OR UNIVERSAL BASES 

B = ABASIC, INVERTED ABASIC, INVERTED NUCLEOTIDE OR OTHER TERMINAL CAP 

THAT IS OPTIONALLY PRESENT 
L = GLYCERYL or B THAT IS OPTIONALLY PRESENT 

S = PHOSPHOROTHIOATE OR PHOSPHORODITHIOATE that is optionally absent 
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SENSE STRAND (SEQ ID NO 465) 



5'- iB-UGUCU AUC AGCGC AGCU AC TT-iB 

y- L-r s 7AC AGAUAGUCGCGUCG AUG 

ANTISENSE STRAND (SEQ ID NO 466) 

SENSE STRAND (SEQ ID NO 467) 

ugucuaucagcgcagcuac T S T 
L-T s Ta cagauagucgcgucgaug 

ANTISENSE STRAND (SEQ ID NO 468) 



SENSE STRAND (SEQ ID NO 469) 

iB-u GucuAucAGcGcAGcuAc TT-iB 
L-T S TA c AG AuAGucGcGucG AuG 

ANTISENSE STRAND (SEQ ID NO 470) 



SENSE STRAND (SEQ ID NO 471) 

5'- iB-M GucuAucAGcGcAGcuAcT T-iB 

3'- h-T s Tac agau agu c gc gu c gau g 

ANTISENSE STRAND (SEQ ID NO 468) 

SENSE STRAND (SEQ ID NO 472) 

5'- iB-w GucuAucAGcGcAGcuAc TT-iB 

3'- h-T s Ta c a g a u a g u c g c g u c g a u g 

ANTISENSE STRAND (SEQ ID NO 468) 

SENSE STRAND (SEQ ID NO 471) 

5'- iB-u G u c uA ucA Gc GcA G c uA c TT-iB 

S 3'- L-T s TAc AG AuAGucGcGucG AuG 

ANTISENSE STRAND (SEQ ID NO 473) 



lower case = 2-O-Methyl or 2'-deoxy-2'-fluoro 
italic lowercase = 2'-deoxy-2'-fluoro 
underline = 2'-0-methyl 
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-5' 



-3' 
-5* 



-3' 
-5' > 
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ITALIC UPPER CASE = DEOXY 
iB = INVERTED DEOXYABASIC 

L = GLYCERYL MOIETY or iB OPTIONALLY PRESENT 
S = PHOSPHOROTHIOATE OR 

PHOSPHORODITHIOATE OPTIONALLY PRESENT 
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